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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID:SSSPTA1616BSK 

PASSWORD: 

TERMINAL { ENTER 1, 2, 3, OR ?):2 



■ * * 


* * 


* * 


* * 


* Welcome to STN International ********** 


NEWS 


1" 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS " for self-help around the clock 


NEWS 


3 


DEC 


23 


New IPC8 SEARCH, DISPLAY, and SELECT fields in US PAT FULL/ 










US PAT 2 


NEWS 


4 


JAN 


13 


IPC 8 searching in IFIPAT, IFIUDB, and IFICDB 


NEWS 


5 


JAN 


13 


New IPC 8 SEARCH, DISPLAY, and SELECT enhancements added to 










INPADOC 


NEWS 


6 


JAN 


17 


Pre-1988 INPI data added to MARPAT 


NEWS 


7 


JAN 


17 


IPC 8 in the WPI family of databases including WPIFV 


NEWS 


8 


JAN 


30 


Saved answer limit increased 


NEWS 


9 


FEB 


21 


STN AnaVist, Version 1.1, lets you share your STN AnaVist 










visualization results 


NEWS 


10 


FEB 


22 


The IPC thesaurus added to additional patent databases on STN 


NEWS 


11 


FEB 


22 


Updates in EPFULL; IPC 8 enhancements added 


NEWS 


12 


FEB 


27 


New STN AnaVist pricing effective March 1, 2006 


NEWS 


13 


FEB 


28 


MEDLINE /LMEDLINE reload improves functionality 


NEWS 


14 


FEB 


28 


TOXCENTER reloaded with enhancements 


NEWS 


15 


FEB 


28 


REGISTRY/ ZREGISTRY enhanced with more experimental spectral 










property data 


NEWS 


16 


MAR 


01 


INSPEC reloaded and enhanced 


NEWS 


17 


MAR 


03 


Updates in PATDPA; addition of IPC 8 data without attributes 


NEWS 


18 


MAR 


08 


X.25 communication option no longer available after June 2006 


NEWS 


19 


MAR 


22 


EMBASE is now updated on a daily basis 


NEWS 


20 


APR 


03 


New IPC 8 fields and IPC thesaurus added to PATDPAFULL 


NEWS 


21 


APR 


03 


Bibliographic data updates resume; new IPC 8 fields and IPC 










thesaurus added in PCTFULL 


NEWS 


22 


APR 


04 


STN AnaVist $500 visualization usage credit offered 


NEWS 


23 


APR 


12 


LINSPEC, learning database for INSPEC, reloaded and enhanced 


NEWS 


24 


APR 


12 


Improved structure highlighting in FQHIT and QHIT display 










in MARPAT 


NEWS 


25 


APR 


12 


Derwent World Patents Index to be reloaded and enhanced during 



second quarter; strategies may be affected 

NEWS EXPRESS FEBRUARY 15 CURRENT VERSION FOR WINDOWS IS V8.01a, 

CURRENT MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 19 DECEMBER 2005. 
V8.0 AND V8.01 USERS CAN OBTAIN THE UPGRADE TO V8.01a AT 
http : / /download. cas . org/ express /v8 . 0- Discover/ 



NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS LOGIN Welcome Banner and News Items 

NEWS IPC8 For general information regarding STN implementation of IPC 8 

Enter NEWS followed by the item number or name to see news on that 
specific topic . 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



************** 5'pN Columbus *************** 



FILE ' HOME 1 ENTERED AT 11:48:12 ON 14 APR 2006 



=> file caplus medline bisosi embase 
'BISOSI' IS NOT A VALID FILE NAME 

Enter "HELP FILE NAMES" at an arrow prompt (=>) for a list of files 
that are available. If you have requested multiple files, you can 
specify a corrected file name or you can enter "IGNORE" to continue 
accessing the remaining file names entered. 
ENTER A FILE NAME OR ( IGNORE) : ignore 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 1 CAPLUS 1 ENTERED AT 11:48:31 ON 14 APR 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



FILE ' MEDLINE 1 ENTERED AT 11:48:31 ON 14 APR 2006 



FILE 1 EMBASE 1 ENTERED AT 11:48:31 ON 14 APR 2006 
Copyright (c) 2006 Elsevier B.V. All rights reserved. 

-> s 172732-68-2/rn or 172733-4 2-5/rn 
' RN 1 IS NOT A VALID FIELD CODE 
1 RN 1 IS NOT A VALID FIELD CODE 

LI 40 172732-68-2/RN OR 172733-4 2-5/RN 



=> dup rem 11 

PROCESSING COMPLETED FOR LI 

L2 40 DUP REM LI (0 DUPLICATES REMOVED) 



=> focus 

PROCESSING COMPLETED FOR L2 
L3 4 0 FOCUS L2 1- 



=> d ibib abs 1-40 
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INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
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PATENT INFORMATION: 



2002:71855 CAPLUS 
136:134669 

Indoleoxoacetamides and tetrahydrocarbazoles as sPLA2 
inhibitors in treating sepsis 

Loh, Andrew; Macias, William Louis; Skerjanec, Simona 

Eli Lilly and Company, USA 

PCT Int . Appl . , 152 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 






KIND 


DATE 


WO 2002005796 




A2 




20020124 


WO 2002005796 




A3 




20020906 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, DM, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, IS, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, SK, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, AZ, 


RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, SD, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, GR, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, GN, 


CA 2413582 






AA 




20020124 


EP 1303262 






A2 




20030423 


R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 



APPLICATION NO. DATE 





WO 2001- 


US16509 




20010629 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, GH, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, LR, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, PT, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, US, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, CY, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, BF, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 






CA 2001- 


2413582 




20010629 




EP 2001- 


952123 




20010629 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 



IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 



BR 2001012460 
JP 2004503586 
US 2004110825 
PRIORITY APPLN. INFO. 



OTHER SOURCE (S) : 
GI 



A 

T2 

Al 



20030722 
20040205 
20040610 



MARPAT 136:134669 



BR 2001-12460 
JP 2002-511729 
US 2003-332178 
US 2000-218928P 
US 2000-256398P 
WO 2001-US16509 



P 
P 
W 



20010629 
20010629 
20030103 
20000714 
20001218 
20010629 




I 

CH2Ph I 



AB Indoleoxoacetamides. and tetrahydrocarbazoles were prepared for use as sPLA2 
inhibitors in treating sepsis. Thus, 3-methoxy-2-methylaniline was 
N-tert . -butoxycarbonylated, lithiated at the Me group with 
sec-butyllithium and then treated with N-methoxy-N-methylacetamide, and 
cyclized with CF3C02H to give 4-methoxy-2-methylindole . The latter compound 
was N-benzylated, demethylated, treated with BrCH2C02Me, followed by ester 
hydrolysis and esterif ication with 4- (2-chloroethyl ) morpholine 
hydrochloride to give the indole I. The results of clin. trials are 
reported. 
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2001:798191 CAPLUS 
135:331344 

Preparation of lH-indole-3-glyoxylamide compounds by 
azide cyclization-based synthesis and their use as 
sPLA2 inhibitors 

Sawyer, Jason Scott; Smith, Edward C. R. 
Eli Lilly and Company, USA 
PCT Int. Appl. , 39 pp. 
•CODEN: PIXXD2 
Patent 
English 
1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 2001081306 
WO 2001081306 

W: AE, AG, AL, 

CO, CR, CU, 

HR, HU, ID, 

LT, LU, LV, 

RU, SD, SE, 

VN, YU, ZA, 

RW: GH, GM, KE, 

DE, DK, ES, 

BJ, CF, CG, 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S) : 
GI 



A2 
A3 
AM, 
CZ, 
IL, 
MA, 
SG, 
ZW, 
LS, 
FI, 
CI, 



20011101 
20020502 
AT, AU, AZ, 
DE, DK, DM, 
IN, IS, JP, 
MD, MG, MK, 
SI, SK, SL, 
AM, AZ, BY, 
MW, MZ, SD, 
FR, GB, GR, 
CM, GA, GN, 



WO 2001-US8644 



BA, 
DZ, 
KE, 
MN, 
TJ, 
KG, 
SL, 
IE, 
GW, 



CASREACT 135:331344 



BB, BG, 
EE, ES, 
KG, KP, 
MW, MX, 
TM, TR, 
KZ, MD, 
SZ, TZ, 
IT, LU, 
ML, MR, 
US 2000- 
; MARPAT 



BR, 
EI , 
KR, 
MZ, 
TT, 
RU, 
UG, 
MC, 
NE, 
19818 
135: 



BY, BZ, 

GB, GD, 

KZ, LC, 

NO, NZ, 

TZ, UA, 

TJ, TM 

ZW, AT, 

NL, PT, 

SN, TD, 
2P 

331344 



20010405 

CA, CH, CN, 

GE, GH, GM, 

LK , LR , LS , 

PL, PT, RO, 

UG, US, UZ, 

BE, CH, CY, 
SE, TR, BF, 
TG 

P 20000419 



RS02CL0' COCONR9r9' R^ R3 




AB SPLA2 inhibitor compds . I were prepared via an azide cyclization reaction 
that forms the intermediate indole compds. II [Rl = H, RIO, COR10; R2 is 
R20, OR20, SR20, NR20R20', CO2R20, C{O)R20; R3, R4 , R5, R6 and R7 are each 
individually H, halo, R, OR, SR, NRR\ C(0)R, C02R, S(0)R, S(0)2R; at 
least one of R4 and R5 is not H; each R, RIO and R20 is individually 
alkyl, alkenyl, alkynyl, aryl or heterocyclic radical; each R 1 and R20 ! is 
individually H, alkyl, alkenyl, alkynyl, aryl or heterocyclic radical; R8 
= alkali metal, H, alkyl, etc.; R9, R9 1 = H, alkyl, alkenyl, etc.]. E.g., 
a solution of 2-azido-3- ( 2-methoxyphenyl ) -2-propenoic acid Et ester in 
toluene was refluxed under an inert atmospheric to give 30% 4-methoxy-2- 
indolecarboxylic acid Et ester. [ 3- ( 2-Amino-l , 2-dioxoethyl ) -2-methyl-l- 
(phenylmethyl) -lH-indol-4-yl] oxylacetic acid was prepared in several further 
steps from the indolecarboxylate ester. 



L3 
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2001: 676601 CAPLUS 
135:236446 

Compositions containing potential secretory 
phospholipase A2 (sPLA2) inhibitors for the treatment 
of pain 

Macias, William Louis 

Eli Lilly and Company, USA 

PCT Int. Appl., 196 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



WO 2001066111 



KIND DATE 



APPLICATION NO. 



DATE 



Al 20010913 WO 2001-US9 20010116 
W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, RO, RU, 
. SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, 
YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 
BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

US 2000-188135P P 20000309 

MARPAT 135:236446 

A method is disclosed for the treatment of pain by administering to an 
animal in need thereof a therapeutically effective amount of a sPLA2 
inhibitor, e.g. a lH-indole-3-glyoxylamide or sPLA2 inhibitor in 
combination with propoxyphene. Preparation of [( 3- ( 2-Amino-l , 2-dioxoethyl ) 
ethyl-1- (phenylmethyl) -lH-indol-4-yl) oxy] acetic acid is described. 



PRIORITY APPLN. INFO. : 
OTHER SOURCE (S) : 
AB 



REFERENCE COUNT: 



-2- 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2001:676600 CAPLUS 
135:236432 

Methods and formulations containing secretory 
phospholipase A2 (sPLA2) inhibitors for the treatment 
of renal dysfunction 

Macias, William Louis; Meador, Vincent Phillip 



PATENT ASSIGNEE (S) : 
SOURCE: ' 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Eli Lilly and Company, USA 

PCT Int. Appl. , 161 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 


2001066110 




A2 




20010913 




WO 2001- 


US7 






20010116 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 






CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, HR, 






HU, 


ID, 


IL, 


IN, 


IS, 


JP/ 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, LT, 






LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, RU, 






SD, 


SE, 


SG, 


SI, 


SK, 


SL," 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, VN, 






YU, 


ZA, 


zw, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 










RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, CY, 






DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, BF, 






BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 




EP 


1265607 






A2 




20021218 




EP 2001- 


956186 




20010116 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 






IE, 


SI, 


LT, 


LV, 


EI , 


RO, 


MK, 


CY, 


AL, 


TR 












JP 


2003525901 




T2 




20030902 




JP 2001- 


564763 




20010116 


US 


2003C 


187944 




Al 




20030508 




US 2002- 


203436 




20020805 


PRIORITY 


APPLN. 


INFO 














US 2000- 


188039P 




P 20000309 






















WO 2001- 


US7 






W 20010116 



OTHER SOURCE(S): MARPAT 135:236432 

AB A method is disclosed for the treatment of symptoms associated with renal 
dysfunction by administering to an animal in need thereof a 
therapeutically effective amount of a sPLA2 inhibitor, e.g. a 

lH-indole-3-glyoxylamide . Preparation of [ (3- (2-Amino-l, 2-dioxoethyl ) -2-ethyl- 
1- (phenylmethyl ) -lH-indol-4 -yl ) oxy] acetic acid is described. 
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2001:565004 CAPLUS 
135:152715 

Secretory phospholipase A2 inhibitors for the 
treatment of inflammation 

Fleisch, Jerome Herbert; Macias, William Louis 

Eli Lilly and Company, USA 

PCT Int. Appl., 200 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 2001055108 
WO 2001055108 
W: 



APPLICATION NO. 



WO 2001-US11 



DATE 



A2 20010802 
A3 20011220 
AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, 
CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, 
SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, 
YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, 
GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, 
BJ, CF, CG, CI,- CM, GA, GN, GW, ML, MR, 
A5 20010807 AU 2001- 

US 2000- 
WO 2001- 

MARPAT 135:152715 
AB Title inhibitors for the treatment of inflammat 
indoleglyoxamides, carbazoles, etc. 



RW: 



AU 2001036440 
PRIORITY APPLN. INFO. : 

OTHER SOURCE (S) : 



20010116 



■ BR, BY, 
GB, GD, 
KZ, LC, 
NO, NZ, 
TZ, UA, 
TJ, TM 
UG, ZW, 
MC, NL, 
NE, SN, 

36440 

177907P 

US11 



BZ, CA, CH, CN, 

GE, GH, GM, HR, 

LK, LR, LS, LT, 

PL, PT, RO, RU, 

UG, US, UZ, VN, 

AT, BE, CH, CY, 
PT, SE, TR, BF, 
TD, TG 

20010116 
P 20000125 
W 20010116 



ion (no data) comprise 
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2001:453013 CAPLUS 
135:46087 

Preparation of indoles as drug intermediates 

Sawyer, Jason Scott 

Eli Lilly and Company, USA 

PCT Int. Appl., 4 5 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2001044185 




Al 




20010621 




WO 2000- 


US32447 




20001211 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, CH, CN, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, GM, HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, LS, LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX," 


MZ, 


NO, 


NZ, 


PL, 


PT, RO, RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, UZ, VN, 


YU, 


ZA, 


zw, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, CH, CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, TR, BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


PRIORITY APPLN. 


INFO 














US 1999- 


171218P 




P 19991216 



OTHER SOURCE(S): CASREACT 135:46087; MARPAT 135:46087 

AB HZR2 [R2 = H, OH, NH2, alkyl, aryl, etc.; Z = (un) substituted 

1, 2-indolediyl] were prepared by cyclization of R2CH : CR3Z1N02 [R3 = H, halo, 
alkyl, alkoxy, etc.; Zl = (un) substituted 1, 2-phenylene] in the presence 
of CO and a catalyst. 
REFERENCE COUNT: 16 THERE ARE 16 CITED REFERENCES AVAILABLE FOR THIS 
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2001:453012 CAPLUS 
135:46086 

Preparation of indoles as drug intermediates 

Martinelli, Michael John; Sawyer, Jason Scott 

Eli Lilly and Co., USA 

PCT Int. Appl. , 48 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



•PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 2001044184 




Al 




20010621 




WO 2000- 


US32444 




20001211 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, CH, CN, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, GM, HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP/ 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, LS, LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, RO, RU, 


SD, 


SE, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, UZ, VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, CH, CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, TR, BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


PRIORITY APPLN. 


INFO. 














US 1999- 


171230P 




P 19991216 


OTHER SOURCE (S) : 






MARPAT 


135: 


4608 


6 















AB R1ZR2 [Rl = H, alkyl, aryl, alkanoyl, aroyl, etc.; R2 = H, OH, NH2, alkyl, 
alkoxy, aryl, alkanoyl, aroyl, etc.; Z = (un) substituted indole-1 , 2-diyl] 
were prepared by cyclization of R2CONR1Z1CHRR3 [R3 = trisubstituted P; Zl = 
(un) substituted 1 , 2-phenylene] . 
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135:46085 

Preparation of indoles as drug intermediates 

Beight, Douglas Wade; Sawyer, Jason Scott 

Eli Lilly and Company, USA 

PCT Int. Appl., 4 4 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 20010441 


82 




A2 




20010621 




WO 2000- 


US32446 




20001211 


WO 20010441 


82 




A3 




20020307 


















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 




CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, HR, 




HU, 


ID, 


IL, 


.IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, LT, 




LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, RU, 




SD, 


SE, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, VN, 




YU, 


ZA, 


zw, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 








RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, CY, 




DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, BF, 




BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 




PRIORITY APPLN . 


INFO, 














US 1999- 


171236P 




P 19991216 


OTHER SOURCE (S) : 






MARPAT 


135: 


46085 

















AB R1ZR2 [Rl = H, alkyl, aryl, alkanoyl, aroyl, etc.; R2 = H, OH, NH2, alkyl, 
alkoxy, aryl, alkanoyl, aroyl, etc.; Z = (un) substituted 1 , 2-indolediyl] 
were prepared by cyclization of R2COCHR3Z1NRR1 [R = amino-protective group; 
R3 = H, halo, alkyl, alkoxy, etc.; Zl = (un) substituted 1, 2-phenylene] . 
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2000: 441578 CAPLUS 
133:53700 

Combination therapy for the treatment of sepsis with 
activated protein C and a secretory phospholipase A2 
(sPLA2) inhibitor 
Maciak, Ronald Steven 
Eli Lilly and Company, USA 
PCT Int. Appl., 27 9 pp. . 
CODEN: PIXXD2 
Patent 
English 
1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 


2000037022 




A2 




20000629 




WO 1999- 


US30433 




19991220 


WO 


2000037022 




A3 




20020613 




















W: 


AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, CU, 






CZ, 


DE, 


DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, IL, 






IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, MA, 






MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, SI, 






SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, AM, 






AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


















RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, DE, 






DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, CF, 






CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 








CA 


2358492 






AA 




20000629 




CA 1999- 


2358492 




19991220 


AU 


2000019408 




Al 




20000712 




AU 2000- 


19408 




19991220 


EP 


1214041 






A2 




20020619 




EP 1999- 


963109 




19991220 




R: 


AT, 
IE, 


BE, 
FI, 


CH, 
CY 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 


JP 


2002542148 




T2 




20021210 




JP 2000- 


589136 




19991220 



PRIORITY APPLN. INFO.: US 1998-113124P P 19981221 

WO 1999-US30433 W 19991220 

OTHER SOURCE(S): MARPAT 133:53700 

AB The invention provides a method of prevention and treatment for sepsis for 



mammals. The treatment is a combination therapy of activated protein C 
and an sPLA2 inhibitor. 
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1999:723018 CAPLUS 
131:332096 

Secretory phospholipase A2 (sPLA2) inhibitors for 

treatment of inflammatory bowel disease 

Macias, William Louis 

Eli Lilly and Co., USA 

PCT Int. Appl. , 54 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


9957100 






Al 




19991111 




WO 1999- 


■US8654 




19990420 




W: AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, BR, 


BY, 


CA, 


CH, 


CN, CU, CZ, 




DE, 


DK, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, GM, 


HR, 


HU, 


ID, 


IL, IN, IS, 




JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, LS, 


LT, 


LU, 


LV, 


MD, MG, MK, 




MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, SD, 


SE, 


SG, 


si, 


SK, SL, TJ, 




TM, 


TR, 


TT, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, ZA, 


ZW, 


AM, 


AZ, 


BY, KG, KZ, 




MD, 


RU, 


TJ, 


TM 






















RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


UG, ZW, 


AT, 


BE, 


CH, 


CY, DE, DK, 




ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, NL, 


PT, 


SE, 


BF, 


BJ, CF, CG, 




CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, TD, 


TG 








CA 


2330856 






AA 




19991111 




CA 1999- 


2330856 




19990420 


AU 


9936562 






Al 




19991123 




AU 1999- 


36562 






19990420 


BR 


9910095 






A 




20001226 




BR 1999- 


10095 






19990420 


EP 


1084108 






Al 




20010321 




EP 1999- 


918711 




19990420 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, 


LI, 


LU, 


NL, 


SE, PT, IE, 




si, 


LT, 


LV, 


FI, 


RO 


















TR 


200003194 






T2 




20010321 




TR 2000- 


200003194 




19990420 


US 


6340699 






Bl 




20020122 




US 1999- 


673675 




19990420 


JP 


200251378 


3 




T2 




20020514 




JP 2000- 


547070 




19990420 


ZA 


2000005563 




A 




20020110 




ZA 2000- 


5563 






20001010 


NO 


2000005479 




A 




20001220 




NO 2000- 


5479 






20001031 


HR 


2000000739 




Al 




20011031 




HR 2000- 


739 






20001031 



PRIORITY APPLN. INFO.: US 1998-83874P P 19980501 

WO 1999-US8654 W 19990420 

OTHER SOURCE(S): MARPAT 131:332096 

AB A method is disclosed for the treatment of inflammatory bowel disease by 

administering to a human in need thereof a therapeutically effective amount 
of an sPLA2 inhibitor, such as a lH-indole-3-glyoxylamide sPLA2 inhibitor. 

REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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1999:350593 CAPLUS 
131:5185 

Preparation of 3-aminooxalyl-4 -indolyloxyacetic acids 

and analogs as sPLA2 inhibitors 

Watanabe, August Masaru 

Eli Lilly and Company, USA 

PCT Int. Appl., 56 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. KIND DATE 



WO 9925339 Al 19990527 

W: AL, AM, AT, AU, AZ, BA, BB, 
DK, EE, ES, FI, GB, GD, GE, 



APPLICATION NO. DATE 



WO 1998-US24234 19981113 
BG, BR, BY, CA, CH, CN, CU, CZ, DE, 
GH, GM, HR, HU, ID, IL, IS, JP, KE, 





KG, 


KP, 


KR, 


KZ, 


LC, 


LK, LR, 




MX, 


NO, 


NZ, 


PL, 


PT, 


RO, RU, 




TT, 


UA, 


UG, 


US, 


UZ, 


VN, YU, 




RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, SZ, 




EI, 


FR, 


GB, 


GR, 


IE, 


IT, LU, 




CM, 


GA, 


GN, 


GW, 


ML, 


MR, NE, 


CA 


2310249 






AA 




19990527 


AU 


9914058 






Al 




19990607 


EP 


1039901 






Al 




20001004 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 




si, 


LT, 


LV, 


Fl, 


RO 




JP 


2001522883 




T2 




20011120 


US 


6436983 






Bl 




20020820 



PRIORITY APPLN. INFO.: 

OTHER SOURCE(S): MARPAT 131:5185 

GI 




I 



LS, LT, LU, LV, MD, MG, MK, MN, MW, 

SD, SE, SG, SI, SK, SL, TJ, TM, TR, 

ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

UG, ZW, AT, BE, CH, CY, DE, DK, ES, 

MC, NL, PT, SE, BF, BJ, CF, CG, CI, 
SN, TD, TG 

CA 1998-2310249 19981113 
AU 1999-14058 19981113 
EP 1998-957915 19981113 

GB, GR, IT, LI, LU, NL, SE, PT, IE, 

JP 2000-520773 19981113 
US 2000-529247 20000410 
US 1997-66036P P 19971114 

WO 1998-US24234 W 19981113 



AB Title compels. (I; R = COCONH2)[II; Rl = (un) substituted CH2Ph, 

CH2C6H4Ph-4, CH2C6H4 (CH2Ph) -4 , etc.; R2 = halo, Me, Et, Pr, cyclopropyl; 1 
of R4,R5 = ZR3 and the other = H or ZR3; R3 = C02H, S03H, P(O) (OH) 2; R6,R7 
= H, halo, alkyl, alkoxy, etc.; when R4 * H Z = CH2CH2, OCH2, OCHMe, 
etc.; when R5 * H Z = OZ1C6H4, NHZ1C6H4, C6H4C6H4Z1C6H4 , etc.; Zl = 
(un) substituted CH2] were prepared as sPLA2 inhibitors (no data). Thus, II 
(Rl - CH2Ph, R2 = Et, R4 = OCH2C02H, R5-R7 = H) was prepared starting from 
2, 3-Me (MeO)C6H3NHC02CMe3 and EtCON (OMe ) Me . 

REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 12 OF 40 CAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1999:325791 CAPLUS 
130:338017 

Method for the treatment of disorders associated with 

apoptosis using N-heterocyclic glyoxylamide compounds 

Yagami, Tatsuro; Takasu, Nobuo 

Shionogi & Co., Ltd., Japan 

PCT Int. Appl., 104 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT 


NO. 






KIND 


DATE 




APPLICATION NO. 




DATE 


WO 9924033 






Al 




19990520 




WO 1997- 


JP4104 




19971112 


W: 


JP, 


US 




















CA 2308269 






AA 




19990520 




CA 1998- 


2308269 




19981110 


WO 9924026 






A2 




19990520 




WO 1998- 


JP5042 




19981110 


WO 9924026 






A3 




19990715 












W: 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, BB, 


BG, 


BR, BY, 


CA, CH, 


CN, 


CU, CZ, DE, 




DK, 


EE, 


ES, 


FI, 


GB, 


GD, GE, 


GH, 


GM, HR, 


HU, ID, 


IL, 


IS, JP, KE, 




KG, 


KR, 


KZ, 


LC, 


LK, 


LR, LS, 


LT, 


LU, LV, 


MD, MG, 


MK, 


MN, MW, MX, 




NO, 


NZ, 


PL, 


PT, 


RO, 


RU, SD, 


SE, 


SG, SI, 


SK, SL, 


TJ, 


TM, TR, TT, 




UA, 


UG, 


US, 


UZ, 


VN, 


YU, ZW, 


AM, 


AZ, BY, 


KG, KZ, 


MD, 


RU, TJ, TM 


RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, SZ, 


UG, 


ZW, AT, 


BE, CH, 


CY, 


DE, DK, ES, 




FI, 


FR, 


GB, 


GR, 


IE, 


IT, LU, 


MC, 


NL, PT, 


SE, BF, 


BJ, 


CF, CG, CI, 



CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

AU9897630 Al 19990531' AU 1998-97630 19981110 

EP 1037630 A2 20000927 EP 1998-951749 19981110 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, FI 

JP 2003522720 T2 20030729 

US 2003149000 Al 20030807 
PRIORITY APPLN. INFO. : 



OTHER SOURCE(S): MARPAT 130:338017 

GI 



JP 2000-520118 
US 2002-219931 
WO 1997-JP4104 
WO 1998-JP5042 
US 2000-530781 



19981110 
20020816 
A 19971112 
W 19981110 
Al 20000505 




AB A method is disclosed for the treatment of disorders associated with 

apoptosis using N-heterocyclic glyoxylamide compds . I [E, F = C, N; the 
dotted line indicates the presence or absence of a double bond; Rll = 
alkyl, etc.; R12 = H, halo, etc.; R14 = H, etc.; R15 = H, etc.; R16 = H, 
carboxyl or ester thereof; R17 = H, alkyl, etc.; X = O, S] . Indole derivative 
II (preparation given) in vitro suppressed neuronal death depending on its 
concentration 

REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 
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1999:233807 CAPLUS 
130:267344 

Compounds for treatment of cystic fibrosis 

Macias, William Louis 

Eli Lilly and Company, USA 

PCT Int. Appl., 2 60 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. KIND DATE 



WO 


9916453 






Al 




19990408 




W: AL, 


AM, 


AT, 


AU, 


AZ, 


BA, BB, 




DK, 


EE, 


ES, 


FI, 


GB, 


GD, GE, 




KG, 


KP, 


KR, 


KZ, 


LC, 


LK, LR, 




MX, 


NO, 


NZ, 


PL, 


PT, 


RO, RU, 




TT, 


UA, 


UG, 


US, 


UZ, 


VN, YU, 




RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, SZ, 




FI, 


FR, 


GB, 


GR, 


IE, 


IT, LU, 




CM, 


GA, 


GN, 


GW, 


ML, 


MR, NE, 


CA 


2304482 






AA 




19990408 


AU 


9896641 






Al 




19990423 


EP 


1007056 
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AB Title compels., sPLA2 inhibitors (no data), were selected from 

indoleglyoxylamides, -acetamides, -acetic acid hydrazides, etc. Preparation 
[ [3- (2-amino-l, 2-dioxoethyl) -2-ethyl-l-phenylmethyl-lH-indol-4- 
yl] oxy] acetic acid was described. 

REFERENCE COUNT: 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 14 OF 40 CAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1999: 172589 CAPLUS 
130:196575 

Method for treatment of non-rheumatoid arthritis by 

administration of an sPLA2 inhibitor. 

Macias, William Louis 

Eli Lilly and Company, USA 

PCT Int. Appl. , 273 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 


9909978 






Al 




19990304 




WO 1998- 


US17778 




19980827 




W: AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, CH, 


CN, 


CU, CZ, DE, 




DK, 


EE, 


ES, 


FI, 


GB, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, IL, 


IS, 


JP, KE, KG, 




KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MD, MG, 


MK, 


MN, MW, MX, 




NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, SL, 


TJ, 


TM, TR, TT, 




UA, 


UG, 


US, 


uz, 


VN, 


YU, 


ZW, 


AM, 


AZ, 


BY, 


KG, KZ, 


MD, 


RU, TJ, TM 




RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


sz, 


UG, 


ZW, 


AT, 


BE, CH, 


CY, 


DE, DK, ES, 




FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, BF, 


BJ, 


CF, CG, CI, 




CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 








CA 


2301586 






AA 




19990304 




CA 1998- 


2301586 




19980827 


AU 


9891231 






Al 




19990316 




AU 1998- 


91231 




19980827 


EP 


1011670 






Al 




20000628 




EP 1998- 


943430 




19980827 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, LU, 


NL, 


SE, PT, IE, 




SI, 


FI 
























JP 


2001513555 




T2 




20010904 




JP 2000- 


507368 




19980827 


ZA 


9807867 






A 




20000228 




ZA 1998- 


7867 




19980828 


US 


2003119860 




Al 




20030626 




US 2000- 


486472 




20000224 


US 


6610728 






B2 




20030826 














JTi 


APPLN. 


INFO 














US 1997- 
WO 1998- 


57726P 
US17778 




P 19970828 
W 19980827 



OTHER SOURCE (S) : 
GI 



MARPAT 130:196575 



CO2H 




I 



AB A method for treatment of non-rheumatoid arthritis by administration of of 
an sPLA2 inhibitor is claimed (no data) . Thus, preferred compound (I) was 
prepared in 6 steps via 2-ethyl-4-methoxy-lH-indole . 
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AB An 8-step process for preparing lH-indole-3-glyoxamides I [Rl = alkyl, 
aralkyl; R2 = H, halogen, alkyl, cycloalkyl, cycloalkenyl , alkoxy, 
alkylthio, aryl, aryloxy, heterocyclic; R3 = C02H, S03H, P(0)(OH)2; R4-R6 
= H, alkyl, alkoxy, haloalkoxy, haloalkyl, Br, CI, F, I, aryl], useful for 
inhibiting sPLA2, from R2COCH2C02R7 [R7 = alkyl, aryl, heterocyclic] is 
claimed. Thus, EtCOCH2C02Me was treated with 1, 3-cyclohexanedione to give 
2- (2-oxobutyl) -1, 3-cyclohexanedione which was .cyclized to tetrahydroindole 



witjh PhCH2NH2. The tetrahydroindole was dehydrogenated over Pd-C, treated 
with BrCH2C02Me, treated with oxalyl chloride and NH3, and subjected to 
ester hydrolysis to give I [Rl = CH2Ph, R2 = Et, R3 = C02H, R4-R6 = H] . 
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AB A method or composition is disclosed for the treatment and/or prevention of 

stroke using N-heterocyclic glyoxylamide compds . 
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AB Chronic bronchitis is treated in mammals by administering a 

therapeutically effective amount of a lH-indole-3-glyoxylamide [I; X = O, S; 
Rll = (substituted) C7-20 alkyl, alkenyl, or alkynyl, cycloalkyl, aryl, 
etc., or any of these groups attached through a linking group; R12 = H, 
halo, Cl-3 alkyl, C3-4 cycloalkyl or cycloalkenyl, OMe, OEt, SMe, SEt; 
R14, R15 = H, non-interfering substituent, acidic group attached through a 
linker; R16, R17 = H, alkyl, alkoxy, alkylcarbonyl, alkylamino, alkylthio, 
PhO, NH2 , Br, CI, C02H, NHNH2, S03H, etc.] or a prodrug thereof. Thus, Na 
[ [3- (2-amino-l, 2-dioxoethyl) -2-ethyl-l- (phenylmethyl ) -lH-indol-4- 
yl] oxy] acetate (II), administered as a continuous i.v. infusion for 7 days 
to achieve a blood II level of 400 ng/mL, alleviated smoker's cough in a 
subject and increased the peak expiratory flow rate measured by 
spirometry. II was prepared by reaction of N-tert-butoxycarbonyl-3-methoxy- 
2-methylaniline with sec-BuLi and N-methoxy-N-methylpropanamide followed 
by F3CC02H to produce 2-ethyl-4-methoxy-lH-indole, benzylation with 
PhCH2Br, O-demethylation with BBr3, carboxymethylation with BrCH2C02Me, , 
reaction with oxalyl chloride and NH3, and saponification 
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AB Title compels. [I; X, XI = O, S; Rl = (substituted) alkyl, alkenyl, 

alkynyl, carbocyclyl, heterocyclyl, optionally connected to N by a linking 
group; R2 = H, halo, alkyl, cycloalkyl, cycloalkenyl, alkoxy, alkylthio, 
non-interfering substituent; R4 , R5 = H, non-interfering substituent, 
linker-acidic group; R6, R7 = H, non-interfering substituent, 
(substituted) carbocyclyl, heterocyclyl; with provisos] , were prepared 
Thus, 2-ethyl-4-methoxy-lH-indole was N-alkylated with 

NaH/2- (bromomethyl) biphenyl (37%) and the product was O-demethylated with 
BBr3 to give 69% 1- ( 1, 1 1 -biphenyl-2-ylmethyl) -2-ethyl-4-hydroxy-lH-indole . 
This was O-alkylated with NaH/BrCH2C02Me to give 59% 4-indolyloxyacetate 
ester, which was 3-acylated with (COCl)2 followed by amidation with NH3 
and ester hydrolysis to give title compound (II). II inhibited human 



secreted PLA2 with IC50 =4.33 nM. 
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LY315920NA/S-5920, a selective inhibitor of group HA 
secretory phospholipase A2, fails to improve clinical 
outcome for patients with severe sepsis 
Zeiher, Bernhardt G.; Steingrub, Jay; Laterre, 
Pierre-Francois; Dmitrienko, Alex; Fukiishi, Yonetaka; 
Abraham, Edward 

Eli Lilly and Company, Indianapolis, IN, USA 
Critical Care Medicine (2005), 33(8), 1741-1748 
CODEN: CCMDC7; ISSN: 0090-3493 
Lippincott Williams & Wilkins 
Journal 
English 

Group HA secretory phospholipase A2 (sPLA2-IIA), released during 
inflammation, is increased in severe sepsis, and plasma levels are 
inversely related to survival. In a previous study, a selective inhibitor 
of SPLA2-IIA (LY315920NA/S-5920) was well tolerated and appeared to 
improve survival in a subgroup of patients who received the drug within 24 
h of first sepsis-induced organ failure. This study was designed to determine 
whether improvement in survival could be confirmed in a larger patient 
population meeting the characteristics of that subgroup. Multicenter, 
double-blind, placebo-controlled, parallel-group clin. trial of 
LY315920NA/S-5920 in patients with severe sepsis. Seventy-five 
institutions worldwide. A total of 373 patients with at least two 
sepsis-induced organ failures. Patients were randomized 1:1 to receive 
LY315920NA/S-5920 (target plasma concentration of 800 ng/mL; n = 188) or placebo 
(n = 185). Study medication was administered as a continuous i.v. 
infusion for 168 h. The study was terminated after data on 250 patients 
suggested a significant improvement in 28-day all-cause mortality would 
not be found if the trial continued as planned. The mortality rate was 
39.4% in the LY315920NA/S-5920 group, compared with 31.9% in the placebo 
group (p = .092). The neg. trend in mortality was most pronounced among 
patients with cardiovascular failure at baseline (41.6% vs. 28.7%; p = 
.008) and patients whose culture data at baseline were neg. (42.9% vs. 
22.7%; p = .045). The neg. trend in mortality is not explained by adverse 
events, microbiol., or laboratory data. Continuous 7-day infusion of an 
inhibitor of sPLA2-IIA had no beneficial effect on 28-day all-cause 
mortality among severe sepsis patients with at least two organ failures. 
This study did not confirm earlier promising subgroup results with 
LY315920NA/S-5920, which provides a reminder that subgroup effects should 
be viewed cautiously, especially when primary effects are not significant. 
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AB A vinyl azide cyclization method was used to synthesize three different 
carbocyclic [g] indole scaffolds, e.g., I, as inhibitors of human 
nonpancreatic secretory phospholipase A2 . Each scaffold demonstrated 
potent enzyme activity in a chromogenic assay system, with select examples 
also demonstrating potent activity in a secondary DOC/PC assay. I was a 
representative of the cyclopent [g] indole series which gave an IC50 of 10 
nM for the inhibition of hnps-PLA2 in the chromogenic assay. 
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acute pancreatitis in rats 
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The authors investigated the efficacy of a potent inhibitor of secretory 
phospholipase A2 (sPLA2), S-5920/LY315920Na, in an exptl. model of acute 
pancreatitis in rats. Combined intraductal injection of sodium 
taurocholate (5 mg/rat) and porcine pancreatic sPLA2-IB (300 ng/rat) 
caused severe hemorrhagic necrotizing pancreatitis resulting in high 
mortality, along with rapid increases of catalytic PLA2 and lipase 
activities in blood plasma and ascites and with gradual increases of 
plasma amylase and Asp aminotransferase levels over 9 h after the 
pancreatitis. Prophylactic i.v. treatment with S-5920/LY315920Na 
significantly reduced mortality at 7 days, and strongly abrogated PLA2 
activities in both plasma and ascites along with significant reduction of 
lipase activity, amylase, Asp aminotransferase, and hemorrhage at 6 h. It 
also significantly reduced histol. damage such as edema and parenchymal 
and fat necroses of the pancreatic tissue. This sPLA2 inhibitor could 
become an effective agent for the treatment of severe acute pancreatitis. 
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AB Concns . of group IIA secretory phospholipase A2, an inflammatory response 
mediator, are increased in the plasma of patients with sepsis and septic 
shock, and the extent of elevation is correlated with mortality. 
LY315920Na/S-5920 is a selective inhibitor of group IIA secretory 
phospholipase A2 that has been shown to inhibit serum group IIA secretory 
phospholipase A2 enzyme activity in patients with severe sepsis. The 
primary objectives of this study were to determine whether there was a 
dose-response relationship between two doses of LY315920Na/S-5920 compared 
with placebo in the reduction of 28-day all-cause mortality in patients with 
severe sepsis and to determine whether LY315920Na/S-5920 had an acceptable 
safety profile. Two doses of LY315920Na/S-5920 were tested in a 
multicenter, double-blind, placebo-controlled trial of parallel design. A 
total of 586 patients with severe sepsis at 72 institutions in the United 
States were included. Patients enrolled within 72 h from onset of first 
sepsis-induced organ failure were randomized (1:1:1) to low-dose 

LY315920Na/S-5920 (target plasma concentration of 200 ng/mL, n = 196), high-dose 
LY315920Na/S-5920 (800 ng/mL, n - 194), or placebo (n = 196). Study 
medication was administered as a constant-rate i.v. infusion for 168 h. The 
study was stopped prematurely because it was unlikely that a statistically 
significant difference in mortality between LY315920Na/S-5920 and placebo 
would be found. There was no effect of LY315920Na/S-5920 on the primary 
end point of 28-day all-cause mortality across the entire study 
population. The 28-day all-cause mortality was distributed as follows: 
placebo group, 33.2% (65/196 patients); low-dose LY315920Na/S-5920, 37.2% 
(73/196); and high-dose LY315920Na/S-5920, 36.1% (70/194); p = .525. 
However, in a prospectively planned anal., there was a favorable overall 
dose-response effect on 28-day all-cause mortality in patients 
administered LY315920Na/S-5920 within 18 h of onset of the first 
sepsis-induced organ failure. Among these patients, 28-day all-cause 
mortality was distributed as follows: placebo group, 43.5% (20/46 
patients); low-dose LY315920Na/S-5920, 31.4% (16/51); and high-dose 
LY315920Na/S-5920, 20.8% (10/48); p - .018. Thus, administration of 
LY315920Na/S-5920 had an acceptable safety profile in patients with severe 
sepsis. There was no overall survival benefit associated with the use of 
LY315920Na/S-5920 in this study. However, prospectively planned secondary 
analyses suggested that treatment with LY315920Na/S-5920 was associated with 
an improvement in survival in patients treated within 18 h of the first 
sepsis-induced organ failure. 
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AB Novel remedies and preventives for arteriosclerosis which are 

characterized by treating or preventing arteriosclerosis with the use of V 
type and/or X type sPLA2 inhibitors. 
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AB It is found out that type X sPLA2 inhibitors are useful in preventing or 

treating Alzheimer's disease. 
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A pharmaceutical composition for the treatment of an inflammatory disease or a 
respiratory disease in mammals comprises, as active ingredients, a 
neutrophil elastase inhibitor and an sPLA2 inhibitor. Preparation of 
[ (3- ( 2 -amino- 1, 2-dioxoethyl) -2-ethyl-l- (phenylmethyl ) -lH-indole-4- 
yl) oxy] acetic acid is described. 
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A method combining HPLC with FTICR-MS for the anal, of drug stress degradation 
products to improve identification ability of unknown compds . was 
presented. The exact mass information obtained in an online experiment 
drastically reduced the need for isolating and purifying substantial 
quantities of material. FTICR-MS is a vital tool for the anal, chemist 
involved with research and development in the pharmaceutical industry. 
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AB V type and/or X type sPLA2 inhibitors which contain as the active 

ingredient compds . represented by general formulas [I; X = CHR2, N; XI = 
C, N; X2 = C, N; Y = R6; Z = R7 ; YZ = C (CONH2 ) : CHCH : CH; Rl = OH, 
NHS02C6H5; R2, R3, R4 independently = H, CH3, C6H5, F; ; R5 = 
4-C6H5C6H4CH2, C6H5CH2, cyclohexylmethyl , 2-cyclopentylphenyl ; R6 = H, 
Cl-3 alkyl; R7 = COCONH2, CH2C0NH2; dotted bond = single, double], 
prodrugs thereof, and pharmaceutically acceptable salts of the same or 
solvates of the same are prepared as V type and/or X type sPLA2 inhibitors. 
Thus, the title compound II was prepared and tested for X type sPLA2 
inhibition with an IC50 of 3 nM. 
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Automated docking allowing protein-based alignment was performed for a 
series of 188 indole inhibitors of the human non-pancreatic secretory 
phospholipase A2 (hnps-PLA2) . All the substituted indoles were docked to 
the crystal structure of hnps-PLA2 and a three-dimensional QSAR model was 
then established using the CoMFA method. The set of 188 compds . was 
divided into two subsets, the first one constituting the training set (126 
compds.)/ while the second constituted the test set (62 compds.). The 
established CoMFA model derived from the training set was then applied to 
the test set. A good correlation between predicted and exptl. activity 
data allows to validate the 3D QSAR model. A second and global 3D QSAR 
including all the compds. was established, allowing the creation of the 
hnps-PLA2 pharmacophore. 
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A review with 101 refs. Recent progress in. the development of inhibitors 
of human Type II S-PLA2 as potential anti-inflammatory agents is 
presented. While many companies have curtailed their efforts in the PLA2 
area, Eli Lilly and Shionogi are continuing to advance LY-315920 (S-5920) 
as a potential treatment for sepsis and other diseases that have an 
inflammatory component. The Lilly developmental effort leading to 
LY-315920 is extensively reviewed, as well as the current status of other 
small mol. weight inhibitors of Type II S-PLA2 that have been reported to be 
in late-stage development. 
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AB ( (3- (2-Amino-l, 2-dioxoethyl) -2-ethyl-l- (phenylmethyl ) -lH-indol-4- . 

yl) oxy) acetic acid morpholinoethyl ester was prepared Its use as a highly 
bioavailable indole compound for inhibiting sPLA2 mediated release of fatty 
acids for treatment of conditions such as septic shock was reported. 
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AB The title compels . [I; Rl = alkyl, (un) substituted CH2Ph, (CH2)2Ph, etc.; 
R2 = H, halo, alkyl, etc.; R4 = C02H, S03H, PO(OH)2, etc.; R5 = H, alkyl, 
alkoxy, etc.], useful for inhibiting sPLA2 (no data), were prepared E.g., 
multi-step synthesis of I [Rl = CH2Ph; R2 = Et; R4 = COOMe; R5 = H] , was 
given. 
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AB The invention relates to remedies or preventives for ischemic reflow 
failure which contain an sPLA2 inhibitor, e.g. [ [ 3- [2-Amino-l , 2- 
dioxoethyl] -2-methyl-l- [phenylmethyl] -lH-indol-4-yl] oxy] acetic acid, as 
active ingredient. Capsules were formulated containing sPLA2 inhibitor 250, 
starch 200 and magnesium stearate 10 mg/capsule. 
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AB The title compels . [I; Rl = alkyl, haloalkyl, alkenyl, etc.; R2 = H, a 

group containing 1-4 non-hydrogen atoms; R3 = L3-Z (wherein L3 = CH2, O, S, 
NH, CO; Z = acetamide, thioacetamide, glyoxylamide, etc.); R4, R5 = H, 
non-interfering substituent, La-acylsulf onamide (La = a divalent linker 
having a linker length of 1-8; provided that at least one of R4 and R5 
must be La-acylsulf onamide) ; R6, R7 = H, cycloalkyl, heterocyclyl , etc.], 
useful for inhibiting sPLA2 mediated release of fatty acids for treatment 
of inflammatory diseases such as septic shock, were prepared and formulated. 
Thus, reacting l-benzyl-2-ethyl-4-carboxymethyloxy-indole-3-glyoxylamide 
(preparation given) with methanesulf onamide in the presence of 
4-dimethylaminopyridine and 1- (3-dimethylaminopropyl) -3-ethylcarbodiimide 
hydrochloride in CH2C12 afforded 19% II which showed IC50 of 12 nM against 
human secreted PLA2 . 
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AB A multistep synthetic scheme for preparing title compds . [I; R = COCONH2; 
= alkyl, (un) substituted CH2Ph, biphenylylmethyl, etc.; R2 = H, halo, 
alkyl, alkoxy, etc.; R4 = C02H, S03H, P(0)(OH)2, etc.; R5 = H, halo, 
(halo) alkyl, etc.] was disclosed. Thus, 2- ( 2-oxobutyl ) -1 , 3- 
cyclohexanedione was cyclocondensed with PhCH2NH2 and the product 
aromatized to give, after etherif ication by BrCH2C02Me, I (R = R5 = H, Rl 
= CH2Ph, R2 = Et, R4 = C02Me) . 



Rl 
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AB A lyophilized pharmaceutical composition is described which contains I, a 
solubilizer, and stabilizer. Such compns . are storage stable and readily 
dissolve in aqueous medium to give injectable solution for treatment of seps 
etc. I was prepared and addition of tri-Na citrate solubilizer to I solns. 
improved stability of the solution 
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LY315920 is a potent, selective inhibitor of recombinant human, group IIA, 
nonpancreatic secretory PLA2 (sPLA2) . In a chromogenic isolated enzyme 
assay, LY315920 inhibited sPLA2 activity with an IC50 of 9 ± 1 nM or 
7.3 + 10-6 mole fraction, which approached the stoichiometric limit 
of this assay. The true potency of LY315920 was defined using a 
deoxycholate/phosphatidylcholine assay with a mole fraction of 1.5 + 
10-6. LY315920 was 40-fold less active against human, group IB, 
pancreatic sPLA2 and was inactive against cytosolic PLA2 and the 
constitutive and inducible forms of cyclooxygenase . Human sPLA2-induced 
release of thromboxane A2 (TXA2) from isolated guinea pig lung 
bronchoalveolar lavage cells was inhibited by LY315920 with an IC50 of 
0.79 nM. The release of TXA2 from these cells by N-f ormyl-methionyl- 
leucyl-phenylalanine or arachidonic acid was not inhibited. The i.v. 
administration of LY315920, 5 min before harvesting the bronchoalveolar 
lavage cells, resulted in the inhibition of sPLA2-induced production of TXA2 
with an ED50 of 16.1 mg/kg. Challenge of guinea pig lung pleural strips 
with sPLA2 produced contractile responses that were suppressed in a 
concentration-dependent manner by LY315920 with an apparent KB of 83 ± 14 nM. 
Contractile responses induced by arachidonic acid were not altered. I.v. 
or oral administration of LY315920 to transgenic mice expressing the human 
sPLA2 protein inhibited serum sPLA2 activity in a dose-related manner over 
a 4-h time course. LY315920 is a potent and selective sPLA2 inhibitor and 
represents a new class of anti-inflammatory agent designated SPI. This 
agent is currently undergoing clin. evaluation and should help to define 
the role of sPLA2 in various inflammatory disease states. 
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AB The title compds . I [Rl = (un) substituted alkyl, etc.; R2 = H, 

(un) substituted alkyl, etc.; R3 = H, alkyl, et.] are prepared In an in 
vitro test for sPLA2 inhibition, the title compound I [Rl = benzyl; R2 = 
ethyl; R3 = methyl] showed IC50 of 1.7 nM. 
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The preceding papers of this series detail the development of 
functionalized indole-3-acetamides as inhibitors of hnps-PLA2. We 
describe here the extension of the structure-activity relationship 
include a series of indole-3-glyoxamide derivs. Functionalized 
indole-3-glyoxamides with an acidic substituent appended to the 4- 
5-position of the indole ring were prepared and tested as inhibitors of 
hnps-PLA2. It was found that the indole-3-glyoxamides with a 4-oxyacetic 
acid substituent had optimal inhibitory activity. These inhibitors 
exhibited an improvement in potency over the best of the 

indole-3-acetamides, and LY315920 (6m) was selected for evaluation clin. 
as an hnps-PLA2 inhibitor. 
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